Edited by Gerald W. Hart Ž dralević et al. (1) show that LDHA and LDHB are redundant in the Warburg effect. These data are in line with recent findings in neuroblastoma cells, where both LDHA and LDHB were found to be dispensable for aerobic glycolysis (2). In contrast to the results of Ž dralević et al., however, concomitant depletion of LDHA and LDHB in neuroblastoma cells did not abrogate the Warburg effect. Also in contrast, depletion of either LDHA or LDHB in neuroblastoma cells decreased their aggressiveness, showing that LDHA and LDHB can have cancer-promoting effects independent of aerobic glycolysis. Along this line, LDHA expression was shown to be an independent prognostic marker in neuroblastoma patients. While the contrasting findings may be explained in part by cell type-specific differences in the function of LDHA and LDHB, or by methodological differences, both papers question a nonredundant role of LDHA in aerobic glycolysis and delineate the limitations of therapeutically targeting the Warburg effect in general, and LDHA and LDHB in particular.
